Contralateral axillary metastasis (CAM) is a rare entity normally treated as a systemic disease. Recent publications have proposed aggressive surgical treatment with benefits to the patients in terms of survival. We present a case of a 74-year-old patient with a history of unilateral breast cancer, recurrence on the ipsilateral breast and then development of a CAM. The patient was treated with aggressive surgical treatment, but she developed an early recurrence of the disease with distant metastasis. There is limited evidence of the correct management of CAM, although proposed to treat it as a loco regional disease, individualized and multidisciplinary management is the best option for these patients.
INTRODUCTION
Contralateral axillary metastasis (CAM), posterior to a unilateral breast cancer, is a rare entity. The reported incidence is between 1.9% and 6% in different publications [1, 2] . Although rare, it is very clinically relevant, as lymph node metastasis is the most important prognostic factor in breast cancer. Correct identification of the primary origin of axillary metastasis is a priority; however, sometimes it can be a true challenge. There are many controversies about the pathophysiology and appropriate management of CAM because the contralateral axilla is considered a distant metastasis, thus stage IV disease, with limited therapeutic strategies involved. Some authors have advised about a multidisciplinary and more aggressive approach to treat CAM, such as a loco regional spread breast cancer rather than distant metastasis [3, 4] .
CASE REPORT
A 74-year old female, with an oncologic history of Hodgkin lymphoma (HL) stage IV B, with supra diaphragmatic and infra diaphragmatic adenopathies and bone marrow infiltration, was treated with chemotherapy twenty years ago.
The patient presented, in 2007, a left breast lesion on the upper outer quadrant (UOQ) detected by mammography. An ultrasound (US) and magnetic resonance imaging (MRI) study confirmed and classified the lesion as a BI-RADS 5. A core needle biopsy (CNB) was performed and the histopathology analysis (HA) reported an invasive ductal carcinoma (IDC), grade two, negative estrogen receptor (ER), positive progesterone receptor and negative human epidermal growth factor receptor type two (HER2/neu). A lumpectomy and sentinel lymph node biopsy (SLNB) with one step nucleic acid amplification (OSNA) technique, were performed. The SLN was negative and the size of the tumor was 1.5 cm. Classified as a stage IA, complement treatment with radiotherapy (RT) and hormonal therapy with Anastrozole was decided for five years.
In 2016, a lesion of 2 cm in the surgical scar of the left breast was identified. Although the lesion was classified as an IDC, this time it was triple-negative (TN) by immunophenotype and with a Ki-67 of 35%. A total left mastectomy and SLNB were indicated, with one positive lymph node in the OSNA analysis, thus requiring an axillary lymph node dissection (ALND). A total of 15 lymph nodes were excised without disease. Adjuvant systemic chemotherapy (ASC), with doxorubicin, cyclophosphamide, methotrexate and paclitaxel, was indicated.
The surgery was complicated with a chronic seroma, and it was managed with conservative measures for six months without success; thus, requiring surgical treatment. During the procedure, in August 2017, a suspicious lesion was observed in the surgical bed of the mastectomy. A biopsy was taken, reporting metastatic infiltration of carcinoma in the pectoralis major. A wide local excision of the pectoralis major muscle was performed and the HA reported an IDC of 3.5 cm, grade three, TN, Ki67 of 75% and free margins. With this result, the patient underwent ASC with Capecitabine plus RT.
In March 2018, suspicious right axillary lymph nodes were identified during a computer tomography scan [ Figure 1 ]. The study, complemented with US and MRI, identified an intramammary lymph node in the UOQ of the right breast. Surgical treatment was determined and 43 out of 45 of the right ALND were positive, seven of them with capsular rupture. In addition, the intramammary lymph node was also positive for IDC, TN immunophenotype with a Ki67 of 63%. ASC and RT to the whole breast, axillary and supraclavicular region was decided.
During controls, in May 2018 the patient complained of a lump in the left inguinal area, when performing the physical exploration, a three cm lymph node was identified. A CNB reported metastatic carcinoma compatible with breast cancer. A positron emission tomography (PET) scan revealed multiple abnormal lymph nodes in the cervical, supraclavicular, mediastinal, retroperitoneal and inguinal regions. In addition, two bone lesions, one in the pelvis and another in the humeral bone were described as well as unspecific pleural nodules [ Figure 2 ].
Treatment with carboplatin and gemcitabine was administered. However, a new PET revealed disease progression with new muscular, hepatic, subcutaneous and bone lesions. The patient was admitted to the hospital for severe respiratory insufficiency due to bilateral pleural effusion; finally, she died on October 10th of 2018.
DISCUSSION
One of the main explanations of CAM is aberrant drainage due to blockage of normal lymphatic routes. Perre et al. [5] described this theory; they studied 23 patients with breast cancer who underwent lymphoscintigraphy before and after surgical treatment with or without radiotherapy. Only one patient presented drainage to the contralateral axilla before treatment; however, this same event presented in four patients after ALND of the opposite axilla and in one patient after radiotherapy. In a more recent publication, van der Ploeg et al. [6] observed, in patients with previous ALND for breast carcinoma, contralateral axillary drainage in four out of 12 of them, during lymphoscintigraphy and SLNB. This finding becomes more relevant because two of the four involved lymph nodes were positive for metastasis. Both patients underwent ALND on the same side and reported alive and free of disease for 22 and 36 months after the procedure. In these two publications, the authors concluded that this mechanism of drainage reflects regional dissemination to the node on the direct pathway, making the "crossover metastasis" effect. However, a different outcome would be in cases of untreated breast cancer, where CAM means dissemination beyond the regional nodes. Other risk factors for CAM have been described, including obstruction of the ipsilateral lymphatic drainage, bulky tumor in the breast, extensive tumor burden in the axilla, and as mentioned before, previous surgery and/or radiotherapy [3, 7] .
There are challenges in the clinical scenario of CAM. Contralateral spread from the original tumor is not the only possibility. An occult second primary in the contralateral breast and axillary metastasis from the extrammamary site should be considered [8] . Although it is possible to have certainty of the tumor origin with a biopsy of the axillary node, to discard an occult second primary in the contralateral breast is not always an easy task. MRI has been proposed to be a good technique to identify occult primary breast carcinoma (OPBC). In a prospective analysis carried out by Buchanan et al. [9] , 69 patients with occult OPBC, underwent breast MRI, identifying 80% (55 of 69) of suspicious lesions and proved to be breast carcinoma in 49% of them (34 of 69). Although MRI has its limitations, due to false positive results, the authors of this study support that OPBC is a primary indication for the use of MRI.
CAM is an uncommon event in breast cancer and has a poor prognosis. AJCC 8th edition classifies CAM as stage IV disease because contralateral axillary lymph nodes are not considered a regional extent of the disease, but a distant metastasis [10] . However, several publications have questioned this affirmation and proposed that treatment of CAM should be aggressive and multidisciplinary as it is in the case of locally advanced breast cancer, rather than treated as a distant metastasis [3, 4, 8] . A systematic review analyzed 48 patients with CAM, 23 had complete follow up data during a mean time of 50.3 months with an overall survival of 82.6%. An important fact is that 92.1% of patients received surgical treatment and 88.9% systemic treatment [11] .
The patient of the case had many risks factors, like conservative surgery, radiotherapy in the left breast and an ipsilateral recurrence treated with mastectomy and SLNB. After completing ALND, 15 lymph nodes were negative for metastasis. However, CAM was identified two years later.
History of HL has been described as a risk factor for breast cancer, with an excess risk of 40% even after 40 years. The main risk factor is mantle radiotherapy, especially in young women in the "peri-pubertal" period, corresponding as the highest breast radio sensitivity period [12, 13] . The patient in our case was treated with chemotherapy exclusively and after menopause, thus we cannot assume a specific risk association.
It is important to mention that even though this patient received aggressive surgical treatment, chemotherapy and radiotherapy, the disease progressed as a systemic disease in a short period of time. This reflects the complexity of the case and that different approaches should be taken into account when treating these patients.
In conclusion, CAM are an unusual form of metastasis in unilateral breast cancers. The assumption of a disseminated disease prompt to systemic therapies rather than an aggressive surgical treatment. There are many controversies regarding the appropriate management and the prognostic influence on these patients. Unfortunately, there is poor evidence for the adequate treatment, due to the rarity of the event. An individualized and multidisciplinary approach is encouraged for these patients, so a positive impact on survival is achieved.
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